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Claims 




A method for treating a subject having an inflammatory joint disorder 



administering to a subject in need of such treatment a therapeutically effective 
amount of a cadherin- 1 1 inHibitory agent 

vs^herein the cadherin-^ 1 inhibitory agent inhibits binding of cadherin- 1 1 to a cadherin- 
1 1 counter-receptor. 

2. I he-mcthad-ef- € > la\i]/L whjg^cin . the in disorder is chronic 

synovitis. 



3. The method of claim 1, wherein the inflammatory joint disorder is an 
autoimmune disease. 




-^hritis 



5. The method of claim 1, wherein the cadherin- 11 inhibitory agent is 
administered locally to a synovium of the subject. 

6. The method of claim 1, wherein the cadherin- 1 1 inhibitory agent binds 
selectively to cadherin- 1 1 . 

7. The method of claim 1, wherein the cadherin- 11 inhibitory agent binds 
selectively to a cadherin- 1 1 couiuer-receptor. 

8. The method o^^im 1, wherein the cadherin- 1 1 inhibitory agent is an 
antibody. 



9. The methc)a of claim 1, wherein the cadherin- 1 1 inhibitory agent is a cadherin- 
1 1 polypeptide. 
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The method of claim 1, wherein the cadherin-1 1 inhibitory agent is a soluble 
cadherin- 1 1 pblxpeptide. 

1 1 . The methooH^ claim IQ^^v^KeSih the soluble cadherin-1 1 polypeptide 
5 selectively binds to the cadherirM^f^counter-receptor. 

12. The method of claim 10, wfee^ein the soluble cadherin-1 1 polypeptide 
selectively binds to cadherin- 1 1 . 



10 



15 




13. The method of clainji l,^^erein the cadherin-1 1 inhibitory agent is a nucleic 
acid molecule. 



The method of claim 
cadherin-1 1 p^lypepti 



15. The meth 
molecule. 




erein the nucleic acid molecule encodes a soluble 



13, wherein the nucleic acid molecule is an antisense 



16. The method of claim 1, wherein the cadherin-1 1 counter-receptor is selected 
20 from the group consisting of a cadherin, an integrin, a carbohydrate and an immunoglobulin 
family member. 



25 



30 



The method of claim 1, wherein cadherin-1 1 and the cadherin-1 1 counter- 
receptor are e^^i^sed by separate cells. 

18. The metho^sof claim 1, wherein cadherin-1 1 is expressed by a cell selected 
from the group consisting of a A synoviocyjefa ty^^synoviocyte, a synovial derived 
fibroblast, a synovial membrane linin^^U, ^ osteobjqst, a cartilage-derived cell and an 
invasive pannus-derived cell, 

19. The method of plaim 1, wherpm the cadherm^4Jcounter-receptor is expressed 
by a cell selected from the group consisting of a type A synoviocyte^a4ype B synoviocyte, a 
synovial derived fibroblast, a synovial membrane lining cell, an osteoblast/^artilage-derived 
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cell, axH^jvasive pannus-derived cell, a T lymphocyte, a B lymphocyte, a mast cell, a 
macrophage^a-plasma cell, a dendritic cell an^i-a-iiatHral killer cell. 



20. The method of c 
component of an extracellular matrix o 



wherein^^f cadherin-1 1 counter-receptor is a 
or a bone. 



2 1 . The method of claim 1 , wherein the cadherin- 1 ifcouQter-receptor is a molecule 
secreted by a cell. 

22. A method for screening a molecular library to identify a pharmaceutical lead 
compound that moHulates cadherin- 1 1 mediated adhesion between a first cell that expresses 
cadherin- 1 1 and a secoh^ cell that expresses a cadherin- 1 1 counter-receptor, the method 
comprising 

performing a fi^^adhesion assay between the first cell and the second cell to 
obtain a first adhesion assay re^ 

performing a se^nd'a^esion assay between the first cell and the second cell 
in the presence of at least one molecular rH^rary member to obtain a second adhesion assay 
result, and 

comparing the first and the second^hesion results to determine whether the at 
least one molecular library member modulates cadheriq-l 1 mediated adhesion between the 
first cell and the second cell. 

method of claini/22, wherem the cgdh^?in-l 1 counter-receptor is selected 
from the group consisting of a cadnerin^ i iiilcgiin, a CM izhoiixdrate and an immunoglobulin 
family member. 

24. The method of claim y2, wherein the first cell is selected from the group 
consisting of a type A synoviocyte, a woe B synoviocyte, a synovial derived fibroblast, a 
synovial membrane lining cell and af^^oblast. 



25, The method of claim 22, wnerein the second cell is selected from the group 
consisting of a type A synoviocyte, a type BWnoviocyte, a synovial derived fibroblast, a 
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synovial membrane lining celK an osteoblast, a T lymphocyte, a B lymphocyte, a plasma cell, 
a dendritic cell, a macrophage, a mast cell and a natural killer cell. 



:^6^ The method of claim 22, wherein the first cell is derived from invasive pannus 
and the seco^ cell is derived from cartilage. 



27. The methSdsQf claim 22, wherein the molecular library is recombinantly 
produced. 

28. The method of claim 22, yherel^<^e molecular library is chemically 
synthesized. 

29. The method of claim 22, wherein the molecular libraryi^p^tide library. 

30. A method for serening a molecular library to identify a pharmaceutical lead 
compound that modulates cadherin-Hrnediated adhesion, the method comprising 

performing a first adhesioh^ssay between cadherin-1 1 and a cadherin-1 1 
counter-receptor to obtain a first adhesion as^^y^esult, 

performing a second adhesioi^aSSay^etween cadherin-1 1 and the cadherin-1 1 
counter-receptor in the presence of at least one^^^ol^ular library member to obtain a second 
adhesion result, and 

comparing the first and the second adhesio^^assay results to determine whether 
the at least one molecular library member modulates cadherihrl 1 mediated adhesion. 




The method of claim 30, wherein cadherin-1 1 is isolated. 



32. The method of claim 3ar^erein cadherin-1 1 is presented by a cell. 



33. The method of c^im 32^<Mierein the cell is selected from the group consisting 
of a type A synoviocyte, a typlE,^oviocyfe^a^novial derived fibroblast, a synovial 
membrane lining cell, an osteoblast, a cartilage-derivfed cell and an invasive pannus-derived 
cell. 
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34. Thetne^d of cl^m 30, wherein the cadherin-1 1 counter-receptor is selected 
from the group consisting opk^h^rin, im integpiirSnTntegrin subunit, a carbohydrate and 
an immunoglobulin family ( 

35. The metHbd of claim 30, wherein the cadherin-1 1 counter-receptor is a 
cadherin-1 1 fusion polyp^!y:ic 

36. The method of Alaim 30, wherein the cadherin-1 1 counter-receptor is isolated. 

57. The method of claim 30, wherein the cadherin-1 1 counter-receptor is presented 
by a cell. 

38. \ The method of claim 37, wherein the cell is selected from the group consisting 
of a type A syiioviocyte, a type B synoviocyte, a synovial derived fibroblast, a synovial 
membrane liningVell, an osteoblast, a T lymphocyte, a B lymphocyte, a natural killer cell, a 
plasma cell, a mastVell, a dendritic cell, a macrophage, a cartilage-derived cell and an 
invasive pannus-deri^d cell. 

39. The methdd of claim 30, wherein cadherin-1 1 is soluble. 

40. The method ofU:lakn 30, wWein thc-eadhefirT- 1 1 counter-receptor is soluble. 

4 1 . The method cla\^ wherein the molecular library is recombinantly 
produced. 

42. The method of claim 30)swherein the molecular library is chemically 
synthesized. 

43. The method of claim 30, whereik the molecular library is a peptide library. 



44/ A mdthod for treating a subject having an inflammatory joint disorder 
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administering to a subject in need of such treatment a therapeutically effective 
ount of an agent wnich modulates a cellular function in a cadherin-1 1 expressing cell. 



45. The method of claim 44, wherein the cellular function is selected from the 
group consisting of cell proliferation, factor secretion, apoptosis, migration and attachment. 



46. A method for screening a mol^ecular library to identify a pharmaceutical lead 
compound that modulates a cellular function ii^a cadherin-1 1 expressing cell, the method 
comprising 

determining a first value of the celKilatfimetien for a cadherin-1 1 expressing 
cell in the absence of a molecular library member, 

determining a second value of the cefliJlar function for a cadherin-1 1 
expressing cell in the presence of at least one molecularMibrary member, and 

comparing the first value and the second vMue to determine whether the at 
least one molecular library member modulates cellular function in a cadherin-1 1 expressing 
cell. 



herein the cellular function is selected from the 
&ctor secretion, apoptosis, migration and attachment. 




group consistmg 



48. A m>^hod for screening a molecular library to identify a pharmaceutical lead 
compound that modul^es factor secretion in a cadherin-1 1 expressing cell, the method 
comprising 

determining assfe^s^ value of factor secretion for a cadherin-1 1 expressing cell in 
the absence of a molecular li^rafo^irreynber, 

determining a sd^prlfS value of factor secretion for a cadherin-1 1 expressing 
cell in the presence of at least^oneNjioVcular library member, and 

comparing the first value ahd the second value to determine whether the at 
least one molecular library member modulates^factor secretion in a cadherin-1 1 expressing 
cell. 
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49. The methocM)f§laim 48, wherein the factor secretion is selected from the 
group consisting of stromelj^n secretion, collagen secretion, collagenase secretion and IL-6 
secretion. 




■» 



